for cellular uptake of LDL by this receptor. Mutations in the biological function that was initially attributed to all the cytoplasmic tail that affect the ability of the receptor members of this evolutionarily ancient gene family is a to interact with the endocytosis machinery prevent the role in lipid metabolism. The LDL receptor was the first cellular uptake of the LDL particle bound to the extracelmember of the family to be identified, and its prominent lular ligand binding domain. An NPxY (Asn, Pro, any role in the homeostasis of cholesterol and the removal amino acid, Tyr) tetra-amino acid sequence motif is of LDL from the circulation has been studied extensively.
highly conserved in the cytoplasmic tails of numerous The process of receptor-mediated endocytosis was in cell surface receptors and is critical for the clustering large part worked out by studying the LDL receptor and of the LDL receptor into coated pits (Davis et al., 1987; the cellular uptake of LDL (Brown and Goldstein, 1986).
Chen et al., 1990). Despite extensive studies on the cell However, over the last 10 years, the other members of biology, genetics, and physiology-over 600 naturally the family have been found to engage in a number of occurring functional mutations in the LDL receptor gene have been identified to date in humans-no functions other biological functions (Table 1) and thus is incapable of compensating for the lack of Apolipoprotein E (ApoE), the product of a gene that has LDL receptor function in LDL receptor-deficient individbeen implicated in late-onset Alzheimer disease (AD) uals (reviewed in Krieger and 
